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Increased adhesive functions mediated by integrins on tumor cells can lead to diminished 
tumorigenicity, as evidenced by reversal of anchorage dependent growth in vitro and 
reduced tumor formation in vivo. Conversely, increased adhesive function may facilitate 
metastasis by allowing increased binding and migration through extracellular matrix or 
activated endothelium. Thus far, it has been assumed that the adhesive functions of 
integrins are largely regulated through alterations in ligand binding affinity. We have 
generated mutations within the integrin a 4 chain cytoplasmic tail, and within an 
extracellular EF-hand-like domain, and both of these mutations caused loss of adhesive 
function. Surprisingly, neither mutation affected monovalent ligand binding activity, but 
rather, they both caused diminished receptor clustering. From this we conclude that 
integrin clustering can play a major role in regulating adhesive activity. Also, we conclude 
that both extracellular and intracellular sites play critical roles in allowing receptor 
clustering. 
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Source: https://www.industrydocuments.ucsf.edu/docs/rfdbOOOO 





